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DETAILED ACTION 

1 . The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

2. 2. Claims 1-12 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for the method comprising the step of incorporating the temperature profile 
obtained under the conditions recited in claim 2 into LC/MS system, or which comprises the step 
of performing LC/MS analysis using the temperature profile obtained under the conditions 
recited in claim 2, does not reasonably provide enablement for the method, which does not 
comprise one of these steps. The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to practice the invention 
commensurate in scope with these claims. Obtaining a temperature profile according to a 
composition gradient profile in LC system is irrelevant to optimizing LC/MS system, unless it is 
used in LC/MS system either by pre-programming LC/MS system according to the obtained 
profile, or by performing LC/MS experiment using this temperature profile. Therefore, there is 
no way to optimize LC/MS system just by measuring a temperature profile according to the 
gradient profile of the mobile phase, if this profile is not utilized in LC/MS system. 

Furthermore, the recitation of claim 2 appears to be the only possible way to obtain the 
temperature profile that can be used for optimizing LC/MS system according to claim 1, because 
in order to have a composition gradient profile for the mobile phase, at least two solvents are 
required to be present in the matrix, and at least two temperature values are required for 
evaporating the least volatile and the most volatile solvents. 

3. Claims 19-22 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with 
the written description requirement. The claim(s) contains subject matter which was not 
described in the specification in such a way as to reasonably convey to one skilled in the relevant 
art that the inventor(s), at the time the application was filed, had possession of the claimed 
invention. The disclosure specifically directed toward improving API LC/MS, i.e. the system 
which include optimization parameters for performing LC-mass spectrometry. The specification 
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does not disclose any embodiments, which do not comprise MS part of the system. The 

Applicant is respectfully reminded of the following: 

According to MPEP §2163, in particular, "2163.02. Standard for Determining 
Compliance with Written Description Requirement: 

The courts have described the essential question to be addressed in a description 
requirement issue in a variety of ways. An objective standard for determining compliance 
with the written description requirement is, "does the description clearly allow persons of 
ordinary skill in the art to recognize that he or she invented what is claimed." In re 
Gosteli, 872 F.2d 1008, 1012, 10 USPQ2d 1614, 1618 (Fed. Cir. 1989). Under Vas-Cath, 
Inc. v. Mahurkar, 935 F.2d 1555, 1563-64, 19 USPQ2d 1111, 1117 (Fed. Cir. 1991), to 
satisfy the written description requirement, an applicant must convey with reasonable 
clarity to those skilled in the art that, as of the filing date sought, he or she was in 
possession of the invention, and that the invention, in that context, is whatever is now 
claimed. The test for sufficiency of support in a parent application is whether the 
disclosure of the application relied upon "reasonably conveys to the artisan that the 
inventor had possession at that time of the later claimed subject matter." Ralston Purina 
Co. v. Far-Mar-Co., Inc., 112 F.2d 1570, 1575, 227 USPQ 177, 179 (Fed. Cir. 1985) 
(quoting In re Kaslow, 707 F.2d 1366, 1375, 217 USPQ 1089, 1096 (Fed. Cir. 1983)). 
Whenever the issue arises, the fundamental factual inquiry is whether the specification 
conveys with reasonable clarity to those skilled in the art that, as of the filing date sought, 
applicant was in possession of the invention as now claimed. See, e.g., Vas-Cath, Inc. v. 
Mahurkar, 935 F.2d 1555, 1563-64, 19 USPQ2d 1111,1117 (Fed. Cir. 1991). An 
applicant shows possession of the claimed invention by describing the claimed invention 
with all of its limitations using such descriptive means as words, structures, figures, 
diagrams, and formulas that fully set forth the claimed invention. Lockwood v. American 
Airlines, Inc., 107 F.3d 1565, 1572, 41 USPQ2d 1961, 1966 (Fed. Cir. 1997). Possession 
may be shown in a variety of ways including description of an actual reduction to 
practice, or by showing that the invention was "ready for patenting" such as by the 
disclosure of drawings or structural chemical formulas that show that the invention was 
complete, or by describing distinguishing identifying characteristics sufficient to show 
that the applicant was in possession of the claimed invention. See, e.g., Pfaff v. Wells 
Elecs., Inc., 525 U.S. 55, 68, 119 S.Ct. 304, 312, 48 USPQ2d 1641, 1647 (1998); Regents 
of the University of California v. Eli Lilly, 1 19 F.3d 1559, 1568, 43 USPQ2d 1398, 1406 
(Fed. Cir. 1997); Amgen, Inc. v. Chugai Pharmaceutical, 927 F.2d 1200, 1206, 18 
USPQ2d 1016, 1021 (Fed. Cir. 1991) (one must define a compound by "whatever 
characteristics sufficiently distinguish it"). 
4. The following is a quotation of the second paragraph of 35 U.S. C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 
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5. Claims 1-12 are rejected under 35 U.S.C. 112, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 1 recites in its preamble "a method for optimizing an LC/MS system".; however, in 
the body the claim recites only obtaining a temperature profile, which varies according to the 
gradient mobile phase of LC system, which may be totally irrelevant to performing LC/MS, 
since nothing in the body of the claim is related to performing MS analysis. 

Claim 6 recites determining a flow profile without any reference to the temperature 
profile recited in the parent claim. It is not apparent, as to how the flow profile of claim 6 is 
related to the temperature profile of the parent claim. The same problem exists for its dependent 
claims 8-12. 

Claims 1-12 arc rejected under 35 U.S.C. 1 12, second paragraph, as being incomplete for 
omitting essential steps, such omission amounting to a gap between the steps. See MPEP 
§ 2172.01 . The omitted steps are: incorporating the temperature profile obtained under the 
conditions recited in claim 2 into LC/MS system, or performing LC/MS analysis using the 
temperature profile obtained under the conditions recited in claim 2. These steps are essential for 
optimizing an LC/MS system. 

Claim 19 recites "a heating controlling device for controlling a temperature"; however, it 
is not quite clear, whether the heating device is an automated device comprising a controlling 
system for operating according to the pre-programmed temperature profile, or it is any heating 
device, which can be manually manipulated, in the later case the apparatus of claim 19 reads on 
any API LC/MS spectrometer, since any of such spectrometers has a heating device. Since the 
claim can be read on any API LC/MS spectrometer, comprising a heating controlling device, the 
examiner interprets the claim in its broadest meaning. 

Claim Rejections - 35 USC § 103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
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having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

7. The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 USPQ 459 
(1966), that are applied for establishing a background for determining obviousness under 35 
U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating obviousness 
or nonobviousness. 

8. Claims 13, 16, 17 are rejected under 35 U.S.C. 103(a) as being unpatentable over Collins 
et al. (US 2002/0023878 Al) (Collins). 

Collins teaches "high-throughput purification process": 

"In the present embodiment, the analytical chromatographic parameters comprise a first set of 
gradient elution parameters associated with gradient elution of the first portion of the chemical 
mixture through the analytical HPLC column. As one of ordinary skill in the art will understand, 
gradient elution separation typically comprises varying a composition of a mobile phase for 
a gradient time interval and injecting the mobile-phase into a column (e.g., the analytical 
HPLC column) in accordance with a flow rate. In the present embodiment, a polarity of the 
mobile phase is decreased in a linear gradient for the gradient time interval. In the present 
embodiment, the polarity of the mobile phase is varied by adjusting relative amounts of two or 
more solvents of different polarity. In particular, the polarity of the mobile phase may be varied 
by adjusting relative amounts of a more polar solvent A (e.g., water) and a less polar solvent B 
(e.g., acetonitrile). The mobile phase may also include one or more solvents with amounts that are 
not varied during the gradient time interval, such as, for example, a relatively small quantity (e.g., 
0.05 volume percent) of TFA." (Paragraph [0072]). 

The HPLC chromatography is disclosed in the form of LC-MS chromatography 
(paragraph [0070]). While Collins does not specifically disclose flowing an eluent to API 
interface, API LC/MS technique is a well known version of LC/MS spectrometry. Therefore, it 
would have been obvious for a person of ordinary skill in the art to apply Collins' method 
specifically for API LC/MS spectrometry, as a specific version of LC/MS methods. 

9. Claims 19 is rejected under 35 U.S.C. 103(a) as being unpatentable over Lubman et al. 
(US 2002/0039747 Al) (Lubman). 

Lubman discloses API LC/MS spectrometer with the heating control device in HPLC 
(see e.g. paragraph [0113]). While the heating controlling device is not disclosed specifically for 
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controlling the gas flow according to the temperature profile, the heating control of the claim is 
not recited as being pre-programmed for controlling the temperature profile, and therefore 
Lubman's apparatus is capable of controlling the temperature. 

10. Claim 20 is rejected under 35 U.S.C. 103(a) as being unpatentable over Lubman in view 
of Collins. 

Lubman does not specifically disclose the apparatus which comprises a flow control 
device. Collins discloses such apparatus for his LC/MS system. 

It would have been obvious for a person of ordinary skill in the art to add the flow control 
device in Lubman's apparatus, because Collins specifically emphasizes importance of a flow 
control for LC/MS spectrometry. 

Allowable Subject Matter 

1 1 . Claims 14, 15 and 18 are allowed. The following is an examiner's statement of reasons 
for allowance: the prior art does not teach or fairly suggest a method for operating an API 
LC/MS system according to the steps of claims 14, 15 and 18, specifically by controlling the 
flow gas according to the temperature profile based on the composition of the eluent flowing o 
API interface.. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Yelena G. Gakh, Ph.D. whose telephone number is (571) 272- 
1257. The examiner can normally be reached on 9:30 am - 6:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Jill A. Warden can be reached on (571) 272-1267. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPTO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Yelena G. Gakh/ 

Primary Examiner, Art Unit 1797 

11/9/2008 



